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AMENDMENT AND RESPONSE 



Dear Sir: 

This is in response to the Office Action dated June 26, 2001 (Paper No. 6). A 
separate request for the appropriate extension of time is being filed concurrently 
herewith. Responsive to the Office Action, please amend the application as follows: 



In the Specification: 

Please insert the following paragraph after the title at page 1 of the specification: 



„ ^ "up Alt Unit 1653 

Pace 2 ^ f 

09/486,970 



Related Ap plications 



PCT/US98/.8432 filed on ^ep«„... . ^^^^ 

Application 60/057,941 filed on Septonto^J?^ 

incorporated herein by reference. - 



;;;rereplace.heparagraphbesinninsa.pa,el,Hne 22, with the following: 



lThein,pac.ofseps,s,s particularly devastat-ngto patients withcon^pronr.^^^ 
j:;j«c — .dto— pro-dpat.^^^^^^^^ 

J ^f^nii nne sureerv or invasive 
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cardiac ana nepau^ iu.x ;„vj,sive 

would be of great value^ 

" uu ■ „;na at oaee 2 line 30, with the following: 

Please replace the paragraph beginning at page i. 



• Paee3 ifoup Art Unit 1653 

09/486,970 ^ 




compHsesadrmmstennganeB Ti,e agents which bind G protein are 
septicshockistreatedorpreventedmthesubjeot. g 



^e,rep.acethep.agraphhegit»insatpage3,.u,e24,with.hefo«owins. 



;^;;^sduotion inU373^OT14tra^^ 



. • „^ ^ Imp 74 with the following: 

iSe replace the paragraph begtnmng at page 5, hne 24, wth 



'"^ f ^itsintendedfunctionoftreatingorpreventingsepttcshockby 

,,„„,easentto^er.^™^ 

"':r.' — s,intraveno„s,a„ai— ^^^^ 

rlal^! andtransdemta,. ^e injection can be bolus .njections or can 
"^"'■""■°"\t;rDependi„gontherouteofadn,in,s.ration..heagentcanbe 
beconttnuoustntoon. Dependtngo ^ ^ ^^^,,„„„ditions which 

from degradation are disclosed in US Patent r^o. , 
-- r'-.- ■■^-^-v or after the onset of se ptic shockf- 



;;rreplacethepa.agraphbeg,nningatpage6,Unei7,w,ththefollown,g: 




" p,„4 Croup Art Unit 1653 

09/486,970 "set 



-Jrh< 



,e re^en of administration can affect what constitutes an effective amount. 
-^;;^binding agents cartbe administered to the subject either prior ,0 or after the 

onset of septic shock. Further, several divided dosages, as well as staggered dosages, can 
be administered daily or sequentially, or the dose can be continuously infused or can be a 
bolus injection. Further, the dosages oftheG protein bindir,gagent(s) can be 
,.,^-..„„„n....,....^dr ^^ed as indicated by the exigenctesof.^^ 

prophylactic situation -- 



Please replace the paragraphbeginning at page9,line 15. with the following: 



' Isolation of hui" -" P«MC and moiiocytes. 

Freshly isolated human peripheral blood mononuclear cells (PBMC) and 



monocytes were obtained from leukopaks (discarded leukocyte from platelet donations). 
The cells were fractionated on FICOLL-HYPAQUE™ gradients, washed, treated w,th 
,ris-bufferedNH4Cl to eliminate RBCs and washed to obtatnPMBCs. Monocytes were 

obtained by depleting the PBMCsofTcells and NKcellsbynegativeselectionaslang 
Cr standard techniques. T cells ar,d NK cells were removed by ^eatment with a„ti-CD3 and 
^ anti-CD2 monoclonal antibodies followed by goa, anti-mouse Ig conjugated ma^etic 
beads at a 10:1 bead:cell ratio. The monocyte preparations were at least 80-85% 
monocytes, as determined by anti-CD14 staining and forward and slide light scatter 
analysis using a FACScan (Becton-Dtckenson. Ehnhurst. IL). Less than 2«/. of the 
contaminating cells in the monocytepreparationwereTcellsandnoNKcellscouldbe 

detected. Monocytes were maintained in Ha^F^FCSJ^^ 

peniciUin/streptomyocin at 37°C in5%C02^- 



Please replace the paragraph begimnng at pagell.lme 16. with the following: 
j Lethal endotoxin shock 

d?0 



